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DETAILED ACTION 



The amendment filed February 10, 2010 have been received and entered into 
the application. 

Applicant's arguments with respect to claim 1 have been considered but are moot 
in view of the new ground(s) of rejection. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
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the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claim 1 is rejected under 35 U.S.C. 103(a) as being unpatentable over Schreder 
et al. (US 2003/0153585 A1) in view of Ragavan et al. (U.S.Patent No. 5,993,856) of 
record. 

Schreder et al. teach pharmaceutical preparations comprising at least one 
medicament active ingredient and 2-pyrrolidone as solubilizer (abstract). Schreder et 
al. teaches that preference is given to medicament active ingredients which have low 
solubility in water ([0001]). Schreder et al. teach that the low-solubility medicament 
active ingredient includes danazol and it is suitable for the preparation [0016]). 
Schreder et al. teach that 2-pyrrolidone is employed as solubilizer ([0021]). Schreder et 
al. teach that the preparation can be formulated in the semisolid state such as 
ointments or gel-like medicaments ([0045]). Schreder et al. teach that 5 to 500mg of 
the medical active ingredients can be employed ([0058]). This range of amounts 
encompasses Applicant's effective amount of danazole disclosed in the specification on 
page 9 (under D. Dosage). Schreder et al. teach that the proportion of 2-pyrrolidone in 
the preparation is from 1 to 30 percent by weight [0059]). This range of amounts 
encompasses Applicants' amount of oleic acid interchangeable with 2-pyrrolidine as a 
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penetration enhancer illustrated as examples (see page 9 and examples) in the instant 
specification. Schreder et al teach that the solubility of a low solubility medicament 
active ingredients can be achieved by increasing dissolution rate, and that alcohols is a 
well known solubilizer which increases dissolution rate of the low-solubility medicament 
([0005]-[0006]). 

Schreder et al. do not expressly illustrate hydroalcoholic gel formulation 
comprising danazol. 

Ragavan teaches that gel formulation of danazol is useful for topical or local 
delivery directly on reproductive organs such as female reproductive system (abstract, 
example). Ragavan teaches that it is desirable to administer the danazole formulations 
locally with dosages which are less than other modes of delivery, such as oral delivery. 
Transdermal doses are usually found to be one-quarter of the oral dose for similar 
efficacy. In this instance, it is possible to lower the dose even lower. Such dosage 
administration will ensure negligible or relatively low serum levels of danazol to avoid 
undesirable side effects associated with oral dosing, such as hirsutism and other 
androgenic side effects (column 7, lines 45-56). Ragavan teaches that cetostearyl 
alcohol can be employed as standard excipients (column 3, lines 15-37). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to formulate a drug formulation of danazol with 2-pyrrolidone in a 
gel formulation including hydroalcoholic gel because Schreder et al. teach that a 
medicaments with low solubility in water such as danazol can be formulated by 
employment of solubilizer such as 2-pyrrolidine in an ointment or gel-like medicament 
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and because 2-pyrrolidone as solubilizer dissolves the low-solubility medicament active 
agents such as danazol and semisolid pastes are formed. Moreover, Ragavan teaches 
that gel formulation of danazol is useful for topical or local delivery to female 
reproductive system and in transdermal use, the lower doses compared to oral doses 
can be used to avoid the undesirable side effects associated with oral dosing such as 
hirsutism and other androgenic side effects. One would have been motivated to make 
such a modification in order to successfully formulate topical danazole gel formulation 
without the undesirable side effects of the oral administration. With regard to the 
limitation of the hydroalcoholic gel is noted, however, the pharmaceutical forms, e.g., 
gel, hydrogel, hydroalcoholic gel etc; are all deemed obvious since they are all within 
the knowledge of the skilled pharmacologist and represent conventional formulations 
depends on the content of the formulations. One of ordinary skill in the art would readily 
recognized that danazol gel formulation of Schreder et al as modified by Ragavan can 
be formulated in hydroalcoholic gel because alcohol is a well known solubilizer of the 
low-solubility medicament such as danazol and that both Schreder and Ragavan teach 
alcohol can be employed in danazol formulations. For these reasons the claimed 
subject matter is deemed to fail to patentably distinguish over the state of the art as 
represented by the cited references. The claims are therefore properly rejected under 
35 U.S.C. 103. 



None of the claims are allowed. 
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Applicant's amendment necessitated the new ground(s) of rejection presented in 
this Office action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP 
§ 706.07(a). Applicant is reminded of the extension of time policy as set forth in 37 
CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 



Communications 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JENNIFER M. KIM whose telephone number is 
(571)272-0628. The examiner can normally be reached on Monday through Friday 6:30 
am to 3 pm. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/JENNIFER M KIM/ 

Primary Examiner, Art Unit 1628 

Jmk 

April 20, 2010 



